SUPPLEMENTARY METHODS HO-1 activity assay HO-1 activity was determined as method previously described by Hu et al. (2008) with few modifications. Briefly, harvested RAW264.7 macrophages were washed with PBS. Harvested cells were centrifuged (18 000g, 10 min, 4 uC). The obtained microsomal pellet was re-suspended in 250 ml of ice-cold potassium phosphate buffer (100 mM) and homogenized properly. Supernatants of 200 ml were transferred in new tube and then incubated in the dark with reaction mixture containing 10 U of biliverdin reductase (Sigma; B3687), 50 mM hemin, 1 mM NADPH, 2 mM glucose-6-phosphate and 0.2 unit glucose-6-phosphate dehydrogenase at 37 uC for 1 h. The reaction was stopped by adding 1 ml chloroform in each tube; and after vigorous vortex and centrifugation samples were placed in 96-well plate. The extracted bilirubin was then measured by the absorbance difference between 464 and 530 nm (extinction coefficient, 40 mM/cm). HO-1 activity was expressed as nM bilirubin/mg protein/h. ZnPP (20mM) Hemin (10mM) CoPP (10mM) ZnPP (20mM) Hemin (10mM) CoPP (10mM) ZnPP ( Wild-type 7-week-old male C57BL/6 mice were tolerized with LPS (5 mg/ml, i.p.) for 24 h and then re-stimulated with a second round LPS (12.5 mg/ml, i.p.) for 16 h. Liver tissues were analyzed for TNF-a, IRG1, A20 and HO-1 mRNA by using real-time RT-PCR analysis. Data represent mean6s.e.m. (n53), *P,0.05 and **P,0.001 as compared with control; and # P,0.05 and ## P,0.001 as compared with the cells exposed to only LPS.
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